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mm(D^mmwr(Dmmti.x. v^}} — -y^^ (Riiey-day) mmm. 

y( ' ■^'7:»— (Shy-Drager) mMM. v^crc — i^V^^ (Sjoegren) mBM. f"/!^^ 
20 y.'f>{^^l^:^' -JB:yV^^ (Stevens-Johnson) W^^. 
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2 

m^mmmm^mmir^:}7m:d^h^:dK m\i¥m<Dmmm^^vm^(D\,^<m^]x 

— PAR (Prot ease-activated receptor) {± 7 [HiilMjiMcD S^^^S: 
§ (Hollenberg, M.D. , Trends Pharmacol. Sci. , 17, 3-6, 1996 ; Hollenberg, 
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M.D. ; Trends Pharmacol. Sci. , 20, 271-273, 1999) „ P AR{:i:/n7^T— 

^^tlC^y), ^mi^(Dm^ih:dm:i?)h(Dk^K.htlXV^^ (Hollenberg, 
5 M. D. , Trends Pharmacol. Sci., 17, 3-6, 1996 ; Hollenberg, M. D. , Trends 

Pharmacol. Sci., 20, 271-273, 1999 ; Vu, T.K. et al. , Cell, 64, 1057-68, 

1991) „ 

PAR(::faPAR- 1, PAR-2^ P AR — 3 *3 j:tKP AR - 4 <^)1^7'i$^-r 

:7'^s#;jiu '=tn'enmm7!)mti:^^tf>m^^nx\f^^o par-i. par 

10 -3*3j:tJ«PAR— 4f*bn>'lfV}c:J;oT^tt'fb$tV (Vu, T. K. et al. , 

Cell, 64, 1057-1063, 1991 ; Hollenberg, M. D. , Trends Pharmacol. Sci., 17, 
3-6, 1996 ; Ishihara, H. et al. , Nature, 386, 502-6, 1997 ; Kahn, M. L. 
et al. , Nature, 394, 690-4, 1998 ; Xu, W. F. et al. , Proc. Natl. Acad. 
Sci. USA, 95, 6642-6, 1998) ^ P AR— 2 n h V Zfiyi^ (Nystedt, S. et al. , 

15 Proc. Natl. Acad. Sci. USA, 91, 9208-12, 1994 ; Molino, M. et al. , J. 

Biol. Chem., 272, 6011-7, 1997) :i3 XXf h D (Molino, M. et al. , J. 

Biol. Chem., 272, 6011-7, 1997 ; Fox, M. T. et al. , FEBS Lett, 417, 267- 

9, 1997) Kx<>xmm\^^t^^^t:dmm\^x\^^^o 

FAR-1 (Vu, T.K. et al. , Cell, 64, 1057-1063, 1991) , PAR— 2 
20 (Nystedt, S. et al. , Proc. Natl. Acad. Sci. USA, 91, 9208-12, 1994) ^ 

P AR-3 (Ishihara, H. et al. , Nature, 386, 502-6, 1997) *3j;t)«PAR — 
4 (Kahn, M. L. et al. , Nature, 394, 690-4, 1998 ; Xu, W. F. et al. , 
Proc. Natl. Acad. Sci. USA, 95, 6642-6, 1998) (DT ^ y mM'^^\±X(DWmU 
iiL';b^^htLX^^^ PAR-1> PAR-2:ioJ:t)^PAR-4jcpUT(i^ WWr. 

25 miL(DmmT 5 y mmmcm-^\^^x^m 5 ~ 6 m<DT ^ / mi> h t^^-a-^.^ 

tlXV^^ (Vu, T.K. et al. , Cell, 64, 1057-68, 1991 ; Nystedt, S. et al. , 
Proc. Natl. Acad. Sci- USA, 91, 9208-12, 1994 ; Ishihara, H. et al. , 
Nature, 386, 502-6, 1997 ; Kahn, M. L. et al. , Nature, 394, 690-4, 
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1998 ; Xu, W. F. et al., Proc. Natl. Acad. Sci. USA, 95, 6642-6, 1998 ; 
Dery, 0. et al. , Am. J. Physiol., 274, C1429-52, 1998) „ 

P A R - 2 ^^-f'^m^^\;H->^^'^yl-(D lot UT. 4 —IV 1 , 4 , 5 - 

hyyvm (IP3) ^^xi'':fx^=r4>'^^---^o^<Dmmchmh^X\^^ 

(Hollenberg, M.D. , Trends Pharmacol, Sci., 20, 271-273, 1999 ; Dery, 0. 
et al.. Am. J. Physiol., 274, C1429-52, 1998 ; Zheng, X. L. et al. , J 
Pharmacol Exp Ther, 285, 325-34, 1998) „ 

PAR— 2tJ:MbT{^. ^^K^ (Cirono, G. et al, , J. Exp. Med., 183, 
821-827, 1996 ; Kawabata, A et al, , Br, J, Pharmacol, , 125, 419-422, 
1998) , m^^^^XJ%M(DnM^i:.X3Wm.^Wi (Saifeddine, M. et al. , Br. 
J. Pharmacol,, 118, 521-531, 1996 ; Moffatt, J. D. et al. , Br. J. 
Pharmacol., 125, 591-594, 1998 ; Cocks, T. M. et al. , Natvjre, 398, 156- 
160, 1999 ; Hollenberg, M. D. et al. , Can. J. Physiol, Pharmacol., 75, 
832-884, 1997) :^S^^$ttTV^5o -^fz.. P A R - 2 f^fffiEjii. 

am mmi^^-(ymr^o:)^m>m^^^x\^^ (stephan, k. b. et ai., 

Biochem, J., 341, 1009-1016, 1996) o U;5>L, ^ KYL— KOW^if^WiZ-Wr 
^^^nm£^-^\c^'^'f. :*:|§ig#ejJe:<toT^i?)TP AR- 2 ^^ttftl^ 

"^^m^ {^fa^-h. T=f'=^^h) ■i,m{W::^m^m\'^m^^^^^hi)^mm^^ 
^^6^^^»^Miii-a^^Sr##k-r6r -Jr-efeSo -^mnn.. t^* 
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mm. 4iy 7}?J3:*3 ft ^ P A R - 2 T ;^ h Yco'yyV W0/:^mz. 
^ f^ffl -T? ^ o **P<0. 0 1 vs SLp-HNg (TukeyT^ ;^ h ) , 

IS 2 Ji, -r tr^j^lc: jsjt -5 P A R - 2 r h ■^rT'^^- Kt^: =t -5 7 b mWj^ 

mjum^m(0^'mmM>^-^7^'fm-^-h^o *P<0.05, **P<0.01 vs :^^(Tukey7^><. 



V\ ^M^K^M^ P AR- 2 Sr^ttftl^-lirS^^lc J; 19 #>e$tt§ ^ i: ^l.m U 

( 1 ) P AR - 2 ^^($:^?Smb$-1i:S^5^^-^tf ^ i: Sr#mi:i-6?H?S5>^^ 

(2) ^^^;0s^:7"^Ki?feS (1) tB«orml^^^Miiia;^#). 

(3) Ser-Leu-Ile-Gly-Arg-Leu-NHg (IB^JS^l) . Ser-Leu- 
Ile-Gly-Arg-Leu-OH (ia^!j#^2) *5 <fcmrans-^/^^':^^^/^-Leu-Ile-Gly- 
f'^-Y-^^h^^h.-^mwh'f^ (2) lB«<D?M^s^»^lm^^^ 

(4) (1) |B«;<D?l^iS^^^^Eii|B^^^, 

(5) ^5^V/^°^^'®;55^!J:/■SX:/^oJ:t)«/^fc^i;^y:/^5^— ^T'fe5 (4) |B«t 

z.h-^w^h-^^ (1) ~ (5) (o\^-^M-^\^\z.^m.<owmim^im^m. 
(7) (omm^mmmmmm. 

(9) DDS»lKb^;^^TV^§::<^S^#^i!i:i!•t-§ (1) ~ (8) (DV^-rtt:a^l 
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(11) fimmm^m-vh^^t^mtir^ (d ~ o) <Dv^-rt^^='lo 
fe 5 :r. i! i: (11) mm<Dm^^mi^mm^m. 

(14) ( 1 ) ~ ( 8 ) (D\^-rM^ 1 -Dicmm^Dmm^mm&m^i^^i^^^ 

(15) (1) ~ (8) (D\,^irfh7!)^i-D\z.wm(o'{m^miS:mm^m^wm^ 
\^Mmir^xo\^. ^w:^xuy^tii^^mir^^t^mmt-i-^ (14) mm 

(16) (i)~(8)cQV ^-rtii^^ 1 o le:|Big(Z)li?^^^4J£iim^i^ ^-^tP i 

(17) Bs^iDis, K^-rr^. nm±mm. nm^^. nmmm-^tii-mm 
i^-eh^^t^wmt-r^ (16) mm(Dmmmmmnmf^ n^mk 

20 SrJitt-r-51><D-efe5o 

:/-»:is^xj^hV:f^—^s m-IR^$;^Tv^5 1 b p ar- i r 5: y ^is^fj 

(Vu, T. K. et al.. Cell, 64(6), 1057-1068, 1991) Izm^^^^X^^^tl^ t 
h P A R — 1 \CM br =^'=;^ b b (Hollenberg, M. D. , Molec. 



wo 01/47556 PCT/JPOO/08687 

7 

Pharmacol., 43, 921-930, 1993) , ;0^OP AR- 2 ^^:^b§|V^T:^^;=«i hf^ffi 
tr^^S ^ i: b ttTV^ SSer-Phe-Leu-Leu-Arg-NH2-<>^5^ F (iB^J#-^ 4 ) 
(^^T> rSFp-NHgJ i:V^5o ) (Kawabata, A. et al. , J. Pharmacol. Exp. 
Ther. , 288, 358-70, 1999) , 9 h P AR- 2 (DT ^ J (Saifeddine, 
5 M. et al. , Br. J. Pharmacol., 118(3), 521-530, 1996) XV^ 

- 2 LT hi¥m <^^i-§Ser-Leu-Ile-Gly-Arg-Leu-NH2-<>^^ K (IB 

rSLp-NHj i:V^5c ) (Hollenberg, M. D. , Trends 
Pharmacol. Sci. , 17, 3-6, 1996 ; Nystedt, S. et al. , Proc. Natl. Acad. 
Sci. USA, 91, 9208-12, 1994) ^ SLp-mi^CDC^^t^T ^ K'^b:^tl/TV^7^V^Ser- 
10 Leu-Ile-Gly-Arg-Leu-0H-<:7'^ K (g2^J#-^2) (^T. TSLp-OHj iV^5o ) 

^i^mm^i^'mt-f-^ r t $ ^LTV ^ -5 trans- 

/^-Leu-Ile-Gly-Arg-Leu-:t/^^^>--Nf^^:7^^ K (@a^'J##3) 

rtcLp-NHgJ <!rV^5o ) (Hollenberg, M. D. et al. , Can J Physiol 
Pharmacol, 75, 832-41, 1997) ^:d^mifhtl^o P AR - 2 ('^-#-'5 

15 m^^rc{±^(D':7^^'p(>^h-h. PAR-2^#M^{-^&^4-^l:^-r'5^5^>-/^°^^»s 
cj;v\ PAR-2tmmmwt(Dmmm^. mM'imiii^mxcDmm 

R-2 t^-^'r^mW^:^i!^V—=^^^ii^ir^^ti!)^x^^o PAR-2^^mi- 

^ m^t. fc itmm^^ ft § p a r - 2 (o^mm^ j: o t § 1 # - -^ti^^^m^^ 
^\^^mmt bT. p AR- 2 ^^-t^i^^'-r M^m^mmir^mw^^i^ v — 

25 ipm^^-t¥om^^^ V—=-:yi!^-r^:iti!)^x%^o PAR-2(D^gmb^cov^ 

XCOT-y-^^n^ M;^f^^ Hollenberg, M. D. , Can. J. Physiol. Pharmacol., 
75, 832-841, 1997:^ J:t)^awabata, A., J. Pharmacol. Exp. Thar,, 288, 358- 

370, i999tcfB«$ti.Tv^'5o ^mm^^^vx :Lti\ci^m't^<^m i'rts:t>ib. 
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Hollenberg, M. D. , Trends Pharmacol. Sci. , 20, 271-273, 1999^ Dery, 
0., Am. J. Physiol., 274, C1429-C1452, 1998> Kawabata, A., J. Pharmacol. 
Exp. Ther. , 288, 358-370, 199p^#B?.(7)r. i:) „ 

20T%/mmm. j;«9^f^b<f*5~i sr^y^as^^t?. -<:7"^m^ 

V\ ^:7°^K{^^ m^it^ Carpino, L. A, et al. , J. Org. Chem. , 37, 3404- 
3409,. l972lJ:|B^$n6 <t 5 ts:<^^(D:^m^^<^X^^ir^ ^t:A^-V^ 

mmMi-±. #>Jx.f^7 5/ ^Sf^V^6#^e>0:^^'^ (Iga, Y. et al. , , Jpn. J. 
Pharmacol., 78, 373-80, l998)t^t*(D^^(D::^m^i.fc7!)^^X^ M^-t^^t 
^S-e#§o y^y h^^l^h^Vl^^f'^—zU (5 Omg/k g^^F^S 

-^TM'j^mhvx^mxh^. 'imnmf^\t.'^ponti.xm\^^^m^. ^mm 

W(.m.mmm\m.-^\^xm.mir^^h-i}^x^^. mms^mmm\(om^m.\-m^u\^ 

m^xm-Mmu^fh^^t^^x^-t^^tK mn^^^^un(Dm^\^\-±. 0. 0 

0 1~5 Om*%^ #1-0. 0 1-^1 0mm%h-t^^bifiX%^ 0. 001% 
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h y rc:^y-/VT 5 >-^(^^H#ST ^ ^#:d5^^f btL^o Ma^i: L-Tfi. 

mx.\-t^ ^m. m^. ?l^> vv:7;i':tvimm.. y-^—^i^. -^^^m. m^m. 
■^u^iym. i^^i^m. =I^^^J^^> vi^^m. ?^^^^:^/i-^i^m. ^ 

20 i!;a^6>^ P AR- 2 UT^:?"^ K^fcfii^^ 

6V^{i@B'a•■t5 r<kf^j:«?^ PAR-2 Sr?gi4'fk-f-5f^ffl<D^^igt4$ri«i6S r t 

^s-e%S„ JitB^^/5S^-7"f- Kl?^^v^^^. ^H^fiit^J^, ^cT^^^^^^g^t: 

25 ^iffi-a-T't -So 

LT. ^PiS#. BS^^iS-^^ 

m^mm-^s i^i^F^^^. ^TS#. wii^^##;6S3ii:®iR-^'#. 

^(DU-^:^m^}t-\^x. m^(Dmmtvxm^^^:Lt-!!)^x^^o 
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mm^miS:T<Dmwmt i^xm^^^^^ia^. par- 2 ^mmt^^^^^i^ 

(Omal^-^Mn. Smg/k g~3 0 Omg/k gOflH;$W^b<. 
L< {il OmgXk g~l 0 Omg/k gT?fe:5„ ^M'^-^^ffom^. 

2 At g/mL~2 O O n g/mL^ J; t>^f* b< {*5 ju g/mL~ 1 0 0 /i g/ 

mmm^^'^h^. m-sm^ir^^t-A^x^^o trc. ^^hmm^<>\^^x^Mc 
it. ^mt. Mmmit. mmmit. mmmt. Mmmtm(Dmm^m-r:it:A^x 

±l50#^iMJ-oV^T. ^^(DK-7iyi5^7^y^^'y— v-^^v^A (DDS) (D^m 

mmm y^iy^/i-m. ^t^^) s mi^Mmmmmms mmmmmi^ 

±x\ mm(Dmmjfm\^vfz.mm^moo 

fs^\^^^mm^i.<. m^^titzmm\z.m^xm^(Dmmmm^mW'r 
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/pt? a— v^-^ m; -^i^nrf— /K 7}N°y tr^/nf p y Kv, T^^r^^y/i^^ 
^/u-r 5: y j^^/i^ • ;>« r ^ y ^/^^^ 4f y ^) , m^tt^^^ 

So 

mmm. mmmmm. mm^mk -^mm. %imk mnmk mm^mu 
mm^mk ^^m. m^m. ^mm. m^mm(Dmmm^mK.xmmir^:zt^^ 
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15 (59DDSM^'HI::i-6r i:}>iJ; m^<55#»4^a^(^it^'fl::. ^'^-{:^T^^y 

^(D^o fii^zf^ K69#< {i^#:F^}c::JoV^Tr ^ / j; ^) 

20 sr. t /O^^btl/TV^^ (Godin, D. et al. , Eur. J. Pharmacol., 253, 225-30, 

1994) „ tJ^oT. PAR-2^?gmk$it:5^g^^^?&^t:^fc{±:$>)Wi-S«^ 
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5 ^^^k :/7:^^-^J> nmm. ^<^y^m. y<y^L 'T-'zfn. tts 

(Transdermal Therapeutic System) WM^Ii^^-f . ilffllfPfi^ UTfijilal 

IAf+^'J> ^-^s/^^k ^•^°5':7'^J> T^-^T'^ik TTSM3^J^<^^^##:^ 

10 ^•r^mM^m-t. 

T y yi/^- 2 - ji^/i/^dr v^/K r y /i/^^ y ^/i-s r y /i^^t^'v^/k 
y y t'^z/k r y /^^^ y /v-, r^v /um^'rr y /k ^ y 
^/K ^ ^ y /v-^y^^/K ^ y /i^'f' y t/^/i's 7^ ^ y 2 
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mmi^^—T/uw-^^^i-?) T/u=i ^-^m^-^t^^ y-^—t lt». m^i-t, 
{y ^) y 7\^y h'^v'^n fi/v^'y /v-^^^T^/v^ja^^ff e,;h.So 

So 
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^(Di\iL^ ±mKhiffc^ / -^SXm^. mt\f:=-/l-. i^^tfr^yK :/n t:°;^>' 

o°Cs 5 ~ 1 0 0 BtFHlKj^;; $^tbf^ J: v\ 

h/ua-i^^ '^iyuiy, ^=3^^-^/^ ^-^f^^^^ g^^ji^/l^^ g^^t Kn=3{^iya^ 

tfy^m-a^ffi^^^j^ LTfi^ 2, 2-TyM — fy-:7'^n= h y^K 1, 
1' -T^/lf;^ (^Xi^t3^dri^i/- 1 -:;57/^7j?= h y/i^) , 2, 2' -Ti^t";;^ 

( 2 , 4 - i;*^ ix y = h y /k) #;os#{f fetv. i^mim^m^mimi t l 
±.m(D^^j^m'j^mMti.xi±. mK.it. ^^^"a, -ryyi/^=fi., ^Ky-fy 

-eoftii. fife^^ji LT^ mm^ 9-208605-i-. #^5jz 10-94595 

■^s 0-9 4 5 9 #^¥l 0-2 9 8 0 6 8 -^^i^lSBit^ttS J; 
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^5]Zl 0-3 1 0 5 2 l-§-#HSJ , T/^^^l>^v'— h^cD:7^/^^tr^^-f--5 

bTfflV^T^J;V^o bT{i2 0 0 0 /fmOT:aS0^L<. 2 — 3 

0 0 /im;aSj:i9 0* LV\ 

yi^ V •^—(Dm^Ll^(^m.m~i. 200 n mUT^T-^ L < . j; t9 0^ b < 
f^5 OjumOTT'fe6o :?Ky-^-»^t3:-^W$tT.fcm'^fi. mimMX 

K n :7 7 >'^;ds^{f e> » 
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=r^/l.^^S^}f fettle 

<^ff^i:bTf*l 0 0 0 A£ mi^ATidW* b < > 1 0/im~3 0 O Ann;a5J;i90^ 
15 bV\ 

-f , m^Mciii^^^&Ti-^^^tl:^^h^o Mci^&^ia:^. 3 m~ 1 0 O O m<^ 

xm^i: ^ ^mMmmMm(D i ~ 5 o mmxtm-^ u < . 1 ~ 1 0 m*% ^ -r 
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7 9 7 1 m-i^mnf^m^tm^^m^^^^^k^^x-^. ::iHh^2m&.±m^vx 

— (l-dodecylazocycloheptane-2-one) > ir^^l^^^ % 3 T.'^^y^^^ Vzf 

ntVK •f'^fliM^^y iJ^yiry F\ ^/■7^/i--<:/ffi. d-y 

T^^'h'i'v, f-y^/^^, p<9^yi';^i5'f^7^;^/L';^=3f->:y K 

T— i: bTi&<'fb:'a'fe^ bTf^^ m^n.^ ^i?'/— /k -ry::?"n/-?y— /k n- 
\^\mmb\c.mw^'m^mi^w^x% 

T/l^^i— /K -fef^/^T/I^^i^/K ^^^^\/;VT7\^^—iV^ y.7^T y /^T/^=a^ 
7i.^(7)JJ|Ji§;^T7i'=i— -<>'i5^y'':^>'^s ^'^/v^^^'^^ ^^^'f-^^l^m. ^ 

:^^^^^y°ntVK ;^7=-Ty y-rTy^^^^/K ^-T^ryy^ 

:/a fcVK y y y y ^'^^ i> y /k y -t^t y y y ^ 
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^mr/v^pL^—y. ^m^\^—u\:,'km. 4yi^r:^—v^\:^m. ^-m^i^^t-^ 

(DO. 0 0 1~1 0%^ 0^L<JiO. 05~l%t?fe:5o 

m.^±.(Dm:^^^^'^^. ^nMvmxmmi)^':ifW^fifzMMx-h^xhx\\ 
<ik^<Dm&mummmh bT#w¥ 9-77658-^. mm^ 9-1244 

8^. ii#PB5p9-l 7 6 0 0 0-^. #^^9-3 0 1 8 5 3-^. #|g5p9- i 6 
9 6 3 5-^, 10-130172 #^5p 10-179711-^, 

¥10-298067-^, 10-306023-^, 1 1-9 2 3 6 

1 mmw- 1 1-1042 2 9 -^^ mmw- 11-29279 4-i-^tc:iH^^tt 

J!x0^iJ»f ij^ LT t> J; V \ 

Wim'm^^UM(om^\^ 0 . 0 0 0 0 1 ~ 5 0 w/ v %. ^ l < 0 . 

0 0 0 1~5 w/v%i:-t"'5-i;d^'Ci^s #}e:o. ooi~o. oivf/v%tir 
^mmt. bV\ 0. 00001 w/v%J; «9^J^i^£V^i:^JSi--5^?^^^^^Siif^ 
fptb^^v Wt^t^/i^^fe K)s 5 0 w/ V %^^xL§ irMp"p^<Z) t>o<7)^^^|4 
^(D#t4;«|S»:^ce:bn6Rltg'|4>ei5fc^o *fc. 7Ktt/^JS^"j(^Mfffl2 3 0~4 5 
OmOsm, 0^U<{i2 6 0~3 2 0m0snii:J^^6<t5P^i-5O^5^*bV\ pHf^i 
3. 5 — 8. 5.0^b<{i5: o~8. om.^kir:^(Oi!fiX\\ 
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10 -ML^W 

-hfabfc^lMi^ov^T. K^5/^^'-z'y^-=^y-->;^7^i^ (dds) (o^^f^^ffi 

-mmm-^O. 1 At g/'h~l Omg/h;55$f*b<. lAg/h~10 0Mg 
/h:e)SJ;«5 0^ bV\ 

20 ^?^7^£ifcc»^iJ?l^i:bT;^Woit^<b^ti-^rt;65-e#6o -e^flx-f^. %mm'i^<o-m 

25. \^x:^^^mmm\^m.m-r^^. m.(Dmmnu m^\^)} i^^mn-^m.m^^ 

0 1 — 1 Ow/v%. ^f^b<^*0. l~4w/v%, $btC$f^b<fiO. 5~ 
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mk ^mk mmk mmm. w-^m. mmm(Dmiimi^Mx.xmmrr^^ 
t-A^x-t?>o ^(Dm. pummk ^Mmk -^mim. ^mmmk -^mu 

W>^ •:fu\i°u:y'if]}=^—/i^^ ^'V-^V^^s ^jv^^:^^ yyi^tfh— /k -^i^^ 

: y -fe y ;^7/kxis> -jx tf ^y^xjf y , =i K n ^^ly-mm. 
y Ifcr^yl^T/^^i— /p^ T^y If^/Ptfn y t Kn^v'j:5='/^-fe/H3— fc 

t^i^, -r^n=f— 71-4 0 0 0. T^lfT^fA, -^^^^-^ 

/kTify-^— , ^°y :e-=¥^xcn^i^>--2Ky;^-^ 

v'tT'n t'P'i/:/ 05/^3 3Ky-^—, ^yl^r^J>.^ 
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• if 

h y y y/i--<— b 8 0 . 

v^^, ;^/p:7tv^Tv^^> ;^y^:7Tv'7« h^^rC/v. ;^/^:7tp« h^Srv^tfy ^^^^t^^^ 
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5 %mm.^. m\^v 

^TU/u^-~m: ^h^y^l^. :t^-^h^h\ -fe^Ui^^. ^n^^V^m 

15 li^^ij : mm t:° n ;^7/^ t°>', 

■^4=^. ^-ffc. ^f^v^s v^^^-, 

, ^^>^A, tf^J^^^^C. tfiJ'^VE, tfi?7 5^Bi, Bj. Bg. Bi2^^fc?«tt 
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^m^Mi^. ^ >A^X'a^(Dmm'i^n o . i ~ i o w/ v %s 0^ u < 

0. 2 5~5 w/v%i?fe«9. \f^^>'B,^^U^(Dm^^^i±0. 0 1~0. 5 
w/v%, 0*L<flO. 03~0. 3w/v%-efe«9. ^>B2^^U^(D 
5 ^^#:{iO. 0 0 5~0. 3w/v%. .i5g^^b<{^0. 0 1~0. 2w/v%-T?fe 

V. }^^'^%^^B^^XXJ^^(DmMi^no. 0 1~0. 5w/v%. $f*b<{*0. 
0 3~0. 3w/v%-t?fet9. t^^^ ^ ^Bi2*5cfct)«^(Z)^^#:{^ 0. 0 0 0 0 0 
5~0; 0 0 3w/v%. 0^L<fiO. 0 0 00 1~0. 00 15w/v%-t?fe 
^f-^^^l^C^XXJ^^COm^i^i^O. 00 5~0. 2w/v%. ^^U<{10. 
10 01~0, lw/v%-efe«?s tf^5^^^^E*5j;t>*^(39^^#:{i:0. 00 5~0. 

2w/v%, $f^U<{*0. 01—0. 1 w/v%-t?fe^o r^n^^^-^T^ K^ffl 

v^§m-^. ^o^^{io. 0 1 — 1 w/v%^i-^o;6W*L<. §bl^:«o. 
0 5 — 0. 5 w/v%i:i-60:«)W* bv\ 

(eifio. 0 5 — 0. 5 w/v%ir-f-SO;6W* 

{ffetbSo im'^W^=i-(om.mt^ 0. i~5w/v%i!i-5(D;&s0*b<. $ 

e^t-fiO. 3 — 3 w/v%ii-60/6W* bV\ 
•ftiSi: LTfi. '^J;tf±\ It^b^ b y lt'fb::*7U'i/tj7 a, ttfh-^^^'^^v^!^/ 
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ixa:^ i^^' y if^ y iftMM^^x^ V y ;^-dri>'^^ ^'>' 

^UhtlXio V) tFL^ $ttTV^6o ^-Y :^Vti^E?gt4^iJC>^iS(i 0 . 0 1 ~ 1 0 w 
/v%i!i-6c»^W*b<. $e>tifio. 0 5~5 w/vroirf '5®^W*b<. 
^ b tzif* 0 . 1 ~ 2 w/ V % ^ -f-S J: «9 0^ LV\ i: LTm&J::. 

#^Ji!bTJ*s y:j^7— /K i^i^y^-zK ^>°y:^^v'SS#m^:^v"^V' 

^coy^y — ynny^y— y"o y =i— yi-^(DT7V=i— 

VjMM± 0 . 0 0 0 1 w/ V %~ 5 w/ V %(DmxmMr^^ mm^ l < , mx. 

mmT:^^::^t7J^m.m. y<9yi-^i^M.^m^^/i^. y<9:t^->^M.^m=^^J^. 
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Xs T^y^y^^—^i:ixy)i^^^fh^:zt:^^^htix\^^^:it^^h. r^y 
^-/^^^^^^^/t: t'tJ'— tcf^^ r-^:^^^^^^ t:7tp«=>'A, t:7tp«=^ 

7KttMl^^iJ^#§fc:fej3:. 11-29463 J: 5 
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^fc^ iS-a-Tf^ 0 . 0 0 1 ~ 5 b < . 0 . 0 1 ~ 

5F9-80358 mi^<D-^7i<^w:Mmm i^-^^^mm. mm^ 9-12471 

5 -i-IB^tZ) 2 - 1 ^v^^^/l^y ^ iJ' y h^m^i^. 9-1898 

8 7^§dm.<Dmmi^:^:^un. #0fl¥ 11-19723 A-^mm(Dmp^m=^7— 

^ :^y =fixn=3f-f-::i7L'T/^^/^ (7^^) Ti^^ y b^^/ ;^ ^ ^ V 
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5p8-2 4 3 2'5-^, #^¥l 1-240 1 O^^XXJ^^m^l 0-3 3 9 8 5 

5 i!PAR-2§r?Smh:$-ii:Sj^:5^;e»6>. m^^^^fz.\t^;v'i^(Dmnmmnt:m 

15 mMm 1 

:^mm(D p A R - 2 ^smb$^3:s^i>T'fes#a-<:7"^ k^. <k^(D:}^m 

(Carpino, L. A, et al. , J. Org. Chera., 37, 3404-3409, 1972) IClSpCT-a- 

20 Ser-Leu-Ile-Gly-Arg-Leu-NHg (@fl^!l#-^l, SLp-NHg) 0,'^J^;^?fe 

Fmoc-PAL-PEG-PS-resin (PE-'^^ ;^v';5^'7"i^X) ^1. 33g (0. 17meq/g) ^ ^ 

i;^^ ^/i^^/uj^r 5 KiomL^j!jpx.T 2-3 ^mwcM u mm^mm^^fc^. 

^•zf^ Y-^i^m (D^yj>> \^fz.. 

±M.-)3'm^W ^-X^-^^ Y^^m-^ y J>> ^f^m Fmoc-L-Leu-OH 
25 283mg(WAK0), Fmoc-L-Arg (Pbf ) -OH 519mg(PE/^-r;^-v';5^'7'3>X), Fmoc-L-Gly-OH 

238mg(BACHEM)^ Fraoc-L-Ile-OH 283mg(WAK0)^ Fmoc-L-Leu-OH 283rag(MKO)s 
Fmoc-L-Ser (tBu) -OH 307mg (PE^-^^ A X) ^^I^Wf-l?* ^ 

HATU(0-(7-Tif-<>'y' h ^ rV—;v-i-^;v)-i, 1,3,3-7^ n=^^ J>. 

^^^y;V:^xi T^T^-ya:.— h) (PE^-^-r :^->;^7"i^X) ^#380rag;!JBxfCo _hlBor 
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a \f;Vly^ (8. 8 : 0. 5 : 0. 5 : 0. 2) C^U^mW-X^ 3 HtfB^^S L-fcft. . M^Mii 

5 HPLC(A:0.02%TFA^H20, B:0. 02%TFA^50%CH3CN) lr.#tb5^^bfj:o #£)tl.fc>^9 

i^->'3 ^'<^^^^j!t^ffV\ Ser-Leu-Ile-Gly-Arg-Leu-NHg (@a^J#-^l) ^# 

. Ser-Leu-Ile-Gly-Arg-Leu-OH (SLp-OH, ia^!j#^2) (D-a^fife;^?* 
Fraoc-L-Leu-PEG-PS-resin (PE/^^;^^^;^^^^^*^^ Srl.OOg (0. 21meq/g) 
10 U :itt(Ci;?^^/I^/}N/^J^T^ Kl0mL^;()Px.T2~3^^^Jreb. ^tJJg^li^SS^ 

Fmoc-L-Arg(Pbf)-OH 519mg (PE^^-Y :^-S/;^7^AX) ^ Fmoc-L-Gly-OH 238mg 
(BACHEM) , Fraoc-L-Ile-OH 283mg (fP^i^^X^) ^ Fmoc-L-Leu-QH 283mg (jpP 
^M^XH) , Fmoc-L-Ser(tBu)-OH 307rag (PE^^-f ;f ->::^7"AX) ■^^WW\^^ 
15 »bs itt^3:HATU#380rag;!]P;^fCo ±M<Dr ^ jm^C^v^-A^hm.\^^^. ^'^ 

K^^PIONEER^fflV>T-a^^S^fTofCo ^^blTc-^T"^ K-1tll/5^b-hfB:5^ 

m\^^^mr<-^^Y-^n. ^(Dmpm^^\^mm\^f:.. n^fLtzm^^m^mm 

UT^ Ser-Leu-Ile-Gly-Arg-Leu-OH (ia^J#-§-2) 

trans-v^>'-^^-l'/l/-Leu-Ile-Gly-Arg-Leu-;^-/^::^^^-NH2 (ia^lJ#-^3) (Z) 

20 ^^Mk 

<ik^<D^^^ (Carpino, L. A. et al. , J. Org. Chem. , 37, 3404-3409, 
1972) ^^fpCT-a-^febfCo 

Ser-Phe-Leu-Leu-Arg-NHa (SFp-NH^^ iBM#^4) (D^]j^M^ 
Fmoc-PAL-PEG-PS-resin (PE^^V;^v';^-7^AX) ^1. 33g (0. 17meq/g) 
25 ^fL\:ii;^;f-^jVT};s7VJ>.TX KlOmL^iBX-T 2 ~ 3 ^^^ff U ^J3g^J^5R$*fc 

Fmoc-L-Arg(Pbf)-OH 519mg (PE/^-Y ^i/;:^^i=vX) , Fmoc-L-Leu-OH 283mg 
(fn^M^XH) ^ Fmoc-L-Leu-OH 283mg (^O^feM^X^) ^ Fmoc-L-Phe-OH 
305mg (fP^feM^XH) > Fraoc-L-Ser(tBu)-OH 307mg (FE/^V;^-iX;^-7^-^X) ^ 
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i;^y7°Pl:Vvv--7V (8.8:0.5:0.5:0.2) c7)S-a^;^?^-e3^^mab^c^. U 

-^^K^HPLC (A : HgCf 0. 02%TFA, B : 50%CH3CN4'0. 02%TFA) L3ftM bfcio 
#bnfc®^^?:t/lt^it#bT. Ser-Phe-Leu-Leu-Arg-NHs (@B^J#^4) Sr#fCo 
Leu-Arg-Gly-Ile-Leu-Ser-NHg (Sfi^J#-^5. LRp-Mg) <^)-a^j5fe;&"?fe 
-hfB;^?*t^:3p CT-<:7'^ K-^^ffl ^ ii. ^f^M Fmoc-L-Ser (tBu) -OH 
307mg(PE/^^;e-iX^7^AX)^ Fmoc-L-Leu-OH 283mg (WAKO) > Fmoc-L-Ile-OH 
283mg(WAK0) , Fmoc-L-Gly-OH 238mg (BACHEM) s Fmoc-L-Arg (Pbf ) -OH SlQmgCPE^'^ 
-I'^^v'^^'T^AX), Fmoc-L-Leu-OH 283rng(WAK0)Sr^!^f=i3:#*U :r.tl/iCHATU# 
380mgJB;tfc:o Jb|B<Z)T ^ 7^^C7^Sffi:a^e>IliJ:iM-<> K-a^^i^PIONEERSr 

Leu-Arg-Gly-Ile-Leu-Ser-NHg (ia^(J#-§-5) ^#/c„ 
2 

%m^\tQ'm.^(DWi s t a rmmf^yy h^mmi^t^. ^mm^^u2 3 
1 9 00) <D#:^TTlMrH^<^^ii^w<^^^ ^iitc#^bfco "f-mm^mm^^ 

II»J3 

:y}fmc^i-f^ y V vwm.ii^m\^n-r^ par- 2 r h-^^^^ ko^ 

#^^:oV^T^i^bfc (mi) o 

"7 y YW0A(Om^\W'^h(O-)5m (Iga, Y. et al. . , Jpn. J. Pharmacol., 
78, 373-80, 1998) ti3pDTfTofc„ fiP*>, 9 ^ h^^^^ h^<^l-lf^^—/U (50 
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^hii^^^fLX\^^ (Godin, D. et al. , Eur. J. Pharmaol. , 253, 225- 
30, 1994) ^llt^h. SLp-NHgO =7 V ^ WW^'^^fCM'^m XZ^-^^ T^J ^"^^ 

^ If ft ^ P A R - 2 T =?'=;^ b Kic <t S 7 b ^^^^^/Ciif^ 

ffl<7)ffi»^fe#ttl'oV^T^tW^bfc ([112) „ 

SLp-NHzfi, l~5/imo 1/kg Offl»l::*3V >Tffl»^#6«JJc: ^ h 
m-^-KM $ iirfcio i bT = h n — /i'^:?"^ KT-fe 6 LRp-NH2f± 5 /z m o 

eAT(^^mMl2:*5V>T. ^mi-tJeoT^jtbfc7|s:^5g(7)mj^i^o|a^^^*lc 
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*1 

^^■fe7H3— 1 8mg 

SLp— NH2 1 5rag 

fgff t K n ^iyy'u \f)V^;vu—y^ 1 2 m g 
t: K n l^-f n \f;v^ ^;V^;V ta — 1 0 m g 

:^7^T!J Img 

-a-th 1 0 O m g 



T-r;^^^:/ 20mg 

IS^-fe/Un— ^ 1 8mg 

SLp-NHg 1 5mg 
fSSi^^ t K n J/ >^ a tf/l^/l^ — 1 2 m g 

t K CI fcf/i^p? f-fV^jvvi 1 0 m g 

:^'TT)}i^mr^^^--y'^^ img 

fLIt lift 

-n-H- 1 0 0 m g 



5 ^JS^J 7 
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SLp-NHg 1 5mg 

y^f-T)} ly^-^^'^^-yt^J^^ 2mg 
?Lm 6 3 m g 



1 0 0 m g 



8 

SLp-NHa 1 5 m g 

{JSttifeS t K n ^ v-:/n tVHr/u-n — ;^ 1 5 m g 

T'^:^^=}-:y 5mg 

^/u-fe/vn— b y iJ' A 5 m g 

;=^7"T!; 2ing 

?L*S 6 3 m g 

^1+ 1 0 0 m g 



SLp-NHg 



1 Omg 

1 mg 
1 m g 



2 0 OmL 



JfeM 1 o 
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SLp-NHg 

mm 

mmmm^ 



35 



1 Omg 
9 Omg 



1 0 OmL 



mmm 1 1 
5 M.^m 



SLp-NHj 5 O m g 

Ti^^M 1 7 0 Omg 

y< =7 ^^■^^y'^MM^:^ ^/i^ 2 8 m g 

=7 V'^SW^:?' rx\^)V 1 2 m g 

=^fVmrjrV3tfJ>^ 5mg 

-^ti- 10 OmL 



10 



^JiM 1 2 
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S8 
SLp-NHa 



a ul 



36 



1 mg 
7 0 Omg 

mm 

5 1 Omg 
0. O 6mg 
O. 0 0 5mg 



1 0 OmL 



ijl 3 



SLp-NHg 



2 0 Omg 

1 0 Omg 
3 Omg 

17 0 Omg 

2 2 Omg 

5 m g 



1 0 OmL 



1 4 
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SLP-NH2 1 0 0 0 m g 

mM^°]) K^i/^- 1 0 Omg 
r 5 lOOOmg 

-9-1/^ i/^i^ n/P:7ai^7 5; >- 5 Omg 

lOOOmg 

if'^l^m-f-hV t7J>> 2 2 Omg 

^'/U 3 ^^^i^ u /k^^ v- V? 2 . 5 m g 

mmmm:^ mm 

-^tf- lO.OmL 



^Jfe^d 1 5 

mi 1 

SLp-NHg 



5 0 Omg 
2 Omg 
1 0 0 Omg 
1 4 0 Omg 
2 0 Omg 
5mg 



IM. 



CI pT 



1 0 OmL 



MMm 1 6 
mm 
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*1 2 

SLp-NHg 2 0 0 O m g 

y "7 \fi^rf=^ i^-Jy^ ^ v:^^ K 5 o m g 

i/T/ ^i/'^^ 5; >- 2 0mg 

Mit-f- h V t7 J>> 9 0 0mg 

^ ^l^m.-^ Y ]) t7 J>> 2 0 0mg 

^/Pn:/^^ n/l/^drv'i;?^/ 2. Smg 

-^It lOOmL 



n 7 



^13 
SLp-NHg 

n n J 



2 5 Omg 

1 0 Omg 
2 6 0 Omg 

2 Omg 

1 Omg 

2 5 Omg 
1 O O Omg 



1 0 OmL 



mMm 1 8 
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mi 4 

SLp-NHg 2 5 m g 

m^V'^V^' 2 6 00mg 

Tjf y y /ix^— ^ 8 O lOOmg 

it-fh^^/if 7^=1 ^ ^ 5 m g 

■^tf- lOOmL 



MMM 1 9 

5 mkmmi) 

Ml 5 
SLp-NHg 

mmmm^ 

lOOmL 



5 0 Omg 
8 0 Omg 

2 0 Omg 

5 0 Omg 

3 0 Omg 

mm. 



MMM 2 0 
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*1 6 

SLp-NHg 0. Img 

9 ^ V /i^WM-^ h V ^ eoomg 

9 t> y yi/ji— x/l^ (BL— 25) 3000mg 

1 700mg 

it'fli-^>'if /l/^ =^t^J>> 1 O m g 

wmmmyk mm 

'^t^ 1 0 0 m L 



mmm 2 1 

5 mi 7 
SLP-NH2 

•a-fi- 1 0 0 m L 



1 5 Om g 
5 0 m g 
5 m g 
6 5 0 m g 
1 0 Omg 




2 2 
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*1 8 

SLp-NHg 7 0 0 m g 

2 0 0 Omg 

a— v-i^n-r^^^ b y ^ 5 00 Omg 

m.^t-^l^-f'/l^^ :=-^J^ 5 m g 

mmmmk mm 

-B-tY 1 O O m L 



MMM 2 3 
5 * 1 9 



SLp-NHg 


5 0 0 Om g 




1 6 0 Omg 




1 0 0 Omg 


tKU tr^/ni''n y k:^k 3 o 


2 0 0 Omg 




2 0 0 Omg 




t4 0 0 0) 




5 0 0 Omg 




2 6 Omg 




1 4 Omg 

MM. 




mm 




10 0 OmL 



mMM 2 4 
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SLp-NHg 2 5 m g 

}fi$'^>B2 5 0mg 

IfiS'^i^Be lOOmg 

tfiJi' 5: >'B 12 0. 5mg 

M^i-y ry'yv somg 

^i\:.yjvvn}^^j>. 2 0mg 

-a^tf- lOOmL 



mmm 2 5 

5 (TKtt^^BS^J) 



*2 1 

SLp-^NHg 1 O m g 

lfi?^^:^B2 5 0mg 

t'i?'5;^'B6 lOOmg 

lf^^>-E SOmg 

i^^^^v-p^^y^y :X 2 5mg 

:7"t3 Vly 5 0 m g 

it-fk y A 2 5 0 m g 

:^^y K;^^:/ 3 0 Omg 

\—:^:y\> — /i^ i o m g 

-^ti- lOOmL 



JiM 2 6 
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S2 2 

SLp-NHg 1 m g 

T^l^h^^^ 5mg 

^ ^^l-^m^:i-^'f-^ ^ V 5 m g 

37 ^ }f:yTT':=- ly-J^ ^ 1^:^-5^ F l O m g 

^:/->ni/T^ y ;«7>^p:/ lOOmg 

7^"^^ 2 0 0 Omg 

y)!m\\i^Y)}p^ mm. 

mmmmM mm 

-^th lOOmL 



2 7 

5 ^JSM 



*2 3 

SLp-NHg 1 0 0 O m g 

i^^-^hyi>A 10 Omg 

^it-)-hV^J>> 9 0 Omg 
fc K n ^ v^t/p tVl/;^ ^/Hr/Pa — 2 0 O m g 

^ i/^S^^T^ 2 0 m g 
z-?^ 1 0 m g 

0 . 1 Nit^ jifi 

-^H- lOOmL 



2 8 
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SLp-NHg 1 0 0 m g 



t|- lOOmL 



•*2 5 

mmmmTk 



5 0 m g 
5 m g 
6 5 Omg 



1 0 OmL 



2 9 

mm 

*2 6 
SLp-NHg 



1 m g 



1 OmL 



10 



MMm 3 0 
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*2 7 

SLp-NHg 1 Omg 

;Kni^f-^— 40 7 1 0 Omg 

^it-^hV^J^ 5 0 Omg 

^^B. 700mg 

5 Omg 

yjl^lfl^m:^}} ^J>> 2 0 Omg 

^fl- 1 0 0 m L 



fi3 1 



*2 8 
SLp-NHa 

:^]) y/V-^— h 8 0 



5 0 Omg 
1 0 Omg 
5 0 Omg 

1 5 Omg 

2 0 Omg 

3 0 Omg 



1 0 OmL 



MMM 3 2 
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SLp-NHg 



a ffi 



46 



1 m g 
1 0 Omg 
5 0 Omg 
7 5 Omg 
5 Omg 

mm 



1 0 OmL 



3 3 

0 

SLp-NHg 1 0 0 m g 

7j^^^5'i^-^— 4 0 7 lOOmg 

mit-ThV^J^^ 4 5 Omg 

^^t:fyVt7J>> 10 Omg 

V :^m2:^m^hV ^J>> 2 0 Omg 

^ fW> ' 2 0 0 m g 

T/U^/U7i^ VT^y =c.^fV^ V 1 O m g 



if 10 OmL 



mmm s 4 
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^3 1 

SLp-NHg 1 g 

^^y-feU^ 2g 

^vt zn^/U 1 g 

^K)''^°^:7^v 2g 

0. Olg 

^^7:e-^->'^S#i?:7°t3 tr/i^ 0. Olg 

-^fh 1 0 0 g 



IIJfeM 3 5 

SLp-NHg 0 . 1 g 

mwj^^vy-f^' 5g 

-a^th 10 0. 0 g 

5 ^J£M 3 6 

SLp-NHg 5 g 

mWj^-^^y^^^ lOg 

80g 

5g 

-a-tt- 10 0. 0 g 



MM 3 7 
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m3 4 

SLp-NHg 0 . 0 1 g 

^^V^V:^ 2g 

:rn n'ui^^'v =1— 7V 1 g 

Mtti^-^^:7^i/ 2g 

^^^:^=3rv'^S#^7«^/l/ 0. 0 3g 

^'?7:^^v'^a^^:7"nfcVV' O. 01 g 

-a-fi- 1 0 0 g 



IIJSM 3 8 

SLp^NHg lOOmg 

mti-h})^J>> SOOmg 

:^'fb;^7yt>A 3 0 0mg 

4^'fli;?7/^v'!>J^ (MtK) lOOmg 

M^-^ V' l> (M^) 1 0 0 m g 

g^^-^ h y (S^KfoW 6 00mg 

^^^^mi-hV ^J>> (MA<.) 9 0 0mg 

h y !>A (ilTK) 2 o Om g 

D-i^Vv=t— (4i7K) 15 0mg 

1 N:^^ mm. 

-^th lOOmL 
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5teifiL. sw. mwmm. m.tin'^. %mmm. ^^m^i^xj^mmtmm^f^mh 

SEQ ID NO:l 

10 Designed peptide having PAR-2 agonist activity. The C-terminal amino 

acid residue is amidated. 
SEQ ID no: 2 

Designed peptide having PAR-2 agonist activity. The C-terminal amino 
acid residue is hydroxylated, 
15 SEQ ID NO: 3 

Designed peptide having PAR-2 agonist activity. Xaa at 1 is trans- 
cynnamoyl-Leu. Xaa at 6 is Orn. The C-terminal amino acid residue is 
amidated. 
SEQ ID no: 4 

20 Designed peptide having PAR-1 and PAR-2 agonist activity. The C-terrainal 

amino acid residue is amidated. 
SEQ ID no: 5 

Designed control peptide. The C-terminal amino acid residue is amidated. 



25 
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m (D ^ m 
1 . PAR- 2 ^^m^h:^^^^^^^t^:i t ^mi^t-r^mm^^mi&mm 

3, ^y^^K;5S^ Ser-Leu-Ile-Gly-Arg-Leu-NHg (ga^!j#-^ 1 ) ^ Ser-Leu- 
Ile-Gly-Arg-Leu-OH (ia>?!l#-^2) *3 J;mrans-i/:/-:^^'1'y^-Leu-Ile-Gly- 
Arg-Leu-;^-/^c=^5^i/-NH2 (ga^j#-^ 3 ) if)^ h^:6m^ y) m^^i^^mm^^t^^ 
KT'fe ^ZLh i! ir^m^^ 2 l2«c>^;^^Miiia^i^o 

5 . V y 7°v^:/*3 J; tK/* fcfi h y :7"i5' — § If 4 IB 

6 . ^^<D:^®^b^fc(i:i>fif ^PS.*t-§i^»SrW^*5 J:TJ«/'*fc{4ia'a-i-S 

9 . DD s»lHb$:h.Tv^a ^ t ^mmtir.^m^m i ~ s <z)v^-rtL/^)> i m 

1 0. ^^^lDiag^Hb^tl.TV^Sri^#mi:-rSIS:4t:^l~9«75V^-ftL;^> 
1 1 . mmmf^^X-h^ ^ <fc -T'Sft^JS 1-9 (7)V^Tti./5^ 1 :«fa 

6 r i i: -f - s If 1 1 mm.(Dmm^m^mm.^^o 

1 3 . mmmm^m^ =^ ^-^ h i^^x^^^bs^ij. ^-^^^ h v-^x^^i^?^ 

*fc{*=i:/i?^ ^^'i/Xffiffi^^^(Z)?l^BT*fcS^tS^^I#mt•t-Slt^^l i 
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mi 
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1112 




SLp-NHa LRp-NHz 
iumoUkg) (jumol/kg) 



+ 

7-^yk^'^> 2.5 u mol/kg 
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SEQUENCE LISTING 
<110> Fuso Pharmaceutical Industries Ltd. 
5 <120> Composition for tear salivation 

<130> 169165 
<160> 5 

10 

<210> 1 
<211> 6 
<212> PRT 

<213> Artificial Sequence 

15 

<220> 

<221> AMIDATION 
<222> 6 

<223> Designed peptide having PAR-2 agonist activity. The C-terrainal 
20 amino acid residue is amidated. 

. <400> 1 
Ser Leu lie Gly Arg Leu 
1 5 

25 

<210> 2 
<211> 6 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<221> MOD RES 
.<222> 6 

<223> Designed peptide having PAR-2 agonist activity. The C-terminal 
amino acid residue is hydroxylated, 

<400> 2 

Ser Leu lie Gly Arg Leu 
.1 5 

<210> 3 
<211> 6 
<212> PRT 

<213> Artificial Sequence 
<220> 

<221> MOD_RES 
<222> 1 
<221> MOD_RES 
<222> 6 

<221> AMIDATION 

<222> 6 

<223> Designed peptide having PAR-2 agonist activity. Xaa at 1 is trans- 
cynnamoyl-Leu. Xaa at 6 is Orn. The C-terminal amino acid residue is 
emii dated. 

<400> 3 

Xaa lie Gly Arg Leu Xaa 



wo 01/47556 

1 5 

<210> 4 
<211> 5 
5 <212> PRT 

<213> Artificial Sequence 

<220> 

<221> AMIDATION 
10 <222> 5 

<223> Designed peptide having PAR-1 and PAR-2 agonist activity. The C- 
terminal amino acid residue is amidated. 

<400> 4 
15 Ser Phe Leu Leu Arg 

1 5 

<210> 5 
<211> 6 
20 <212> PRT 

<213> Artificial Sequence 

<220> 

<221> AMIDATION 
25 <222> 6 

<223> Designed control peptide. The C-terminal amino acid residue is 
amidated. 
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<400> 5 
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Leu-Arg-Gl y-1 1 e-Leu-Ser 
1 5 
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